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closed in accordance with the practice under Ex parte Quayle, 1935 CD. 1 1 , 453 O.G. 213. 
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4) 1^ Claim(s) 1-48 is/are pending in the application. 
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5) 0 Claim(s) is/are allowed. 
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DETAILED ACTION 
Status of Claims 

1 . In applicant's reply filed on 9/20/07, applicant amended claims 12 and 23. Claims 25-46 
are withdrawn. Claims 1-24 and 47-48 are under examination. 

Response to Amendment 
Declaration 

2. The declaration under 37 CFR 1.132 filed on 9/20/07 is sufficient to overcome the 
rejection of claims 1-19, 24, 48 and 49 under 35 U.S.C. 102(e) as being anticipated by Wolf *503 
in light of Chen; and under 35 U.S.C. 103(a) as being unpatentable over Wolf '503, in Hght of 
Chen, and in view of Chick. 

Claim Objections 

3. The objection to claims 25-45, and 47 is withdrawn. 

Claim Rejections - 35 USC§ 112 

4. The rejection of claims 12, 48, and 49 under 35 U.S.C. 1 12, second paragraph, is 
withdrawn. 

Prior art rejections 

5. In light of applicant's amendment and arguments, the rejection over the prior art is 
withdrawn. New rejections follow. 

Claim Rejections - 35 USC § 103 

6. The text of those sections of Title 35, U.S. Code not included in this action can be found 
in a prior Office action. 
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7. Claims 1-6, 10-15, and 47 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Skjak-Braek et al. ("Skjak-Braek," WO 91/07951) in view of Morrison et al. ("Morrison," 
US 6099864) and Thatcher et al. ("Thatcher," US 62 1 8 1 1 2). 

Skjak-Braek discloses a core comprising hydrogel (i.e. p. 9, line 13 to p. 10, line 3); a 
semipermeable coating (i.e. PLL) surroimding the core, which has a molecular weight of less 
than 20,000 (another way of describing, "weight average molecular weight," p. 10, lines 4-15); a 
biocompatible coating surrounding the semipermeable coating (i.e. p. 10, lines 16-24); a 
diameter no greater than 3 mm (i.e. p. 18, lines 27-34); and the sensor exhibiting less than 1 mole 
% leakage when stored for two weeks at 37 degrees Celcius in pH 7.4 10 mM HEPES/0.15 M 
saline solution. 

Skjak-Braek does not specifically disclose having a fluorescence reagent disposed in the 
core. Morrison discloses a microcapsule comprising an outer polymer membrane (122, fig. 1) 
that encloses at least two immiscible liquid phases. Morrison fiirther discloses that one or more 
phases of his microcapsule comprises fluorescent molecules consisting of fluoresceins, cyanins, 
naturally fluorescent molecules, rhodamines, and others excited between 260 and 700 
nanometers, (i.e. column 34, lines 28-41; column 23, lines 3-17). It would have been obvious to 
a person of ordinary skill in the art to modify Skjak-Braek's microcapsule by incorporating 
fluorescent molecules in the microcapsule because such molecules would provide a useful means 
for allowing radiological monitoring during intravascular delivery, and for enabling accurate 
measurements of the drug compartment volumes (i.e. Morrison, column 29, lines 31-59). 

Furthermore, Skjak-Braek does not specifically disclose that the semipermeable coating 
has a polydispersity index from 1 to about 1 .5. Thatcher discloses a method comprising nucleic 
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acid condensing peptides such as polylysine. Thatcher further discloses that polycations, such as 
polylysine, have a poiydispersion index greater than 1.1 (i.e. column 10, lines 1-51). It would 
have been obvious to a person of ordinary skill in the art to modify Skjak-Braek's microcapsules 
by specifically utilizing a polylysine that has a polydispersity index greater than 1 because it is 
well known in the art that polylysine has a polydispersity index greater than 1 and thus it would 
desirable to utilize polylysine since it is readily available. 

8. Claim 48 is rejected under 35 U.S.C. 103(a) as being unpatentable over Skjak-Braek in 
view of Morrison. 

The disclosure of Skjak-Braek is cited above. Skjak-Braek does not specifically disclose 
having a fluorescence reagent disposed in the core. Morrison discloses a microcapsule 
comprising an outer polymer membrane (122, fig. 1) that encloses at least two immiscible liquid 
phases. Morrison further discloses that one or more phases of his microcapsule comprises 
fluorescent molecules consisting of fluoresceins, cyanins, naturally fluorescent molecules, 
rhodamines, and others excited between 260 and 700 nanometers, (i.e. column 34, lines 28-41 ; 
column 23, lines 3-17). It would have been obvious to a person of ordinary skill in the art to 
modify Skjak-Braek's microcapsule by incorporating fluorescent molecules in the microcapsule 
because such molecules would provide a useful means for allowing radiological monitoring 
during intravascular delivery, and for enabling accurate measurements of the drug compartment 
volumes (i.e. Morrison, column 29, lines 31-59). 

9. Claims 1-5, 12-24, 47, and 48 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Zentner (US 4814183) in view of Leung et al. ("Leung," US Pub. No. 2002/0064794) and 
Sharma(US 5610233). 



Application/Control Number: Page 5 

10/698,591 

Art Unit: 1797 

Zentner discloses a core comprising hydrogel (i.e. water insoluble, nondifossible resin 
entity, 2, fig. la); a dye disposed in the core is mobile in the core (i.e. column 5, lines 65-68); a 
semipermeable coating surrounding the core (i.e. cellulose acetate, column 9, line 30 to column 
10, line 28); a biocompatible coating (i.e. 7, fig. la) surrounding the semipermeable coating; an 
analyte comprising glucose (i.e. column 8, lines 44-63); and the sensor is capable of detecting the 
analyte based on nonradiative fluorescence resonance energy transfer (i.e. column 5, lines 33- 
49). 

Zenter does not specifically disclose having a fluorescence reagent comprising, i.e. 
carbocyanine dye, concanavalin A, and human serum albumin, Leung discloses in one 
embodiment comprising a biological polymer such as a protein that is labeled with at least a 
second fluorescent dye to form an energy-transfer pair (i.e.,energy acceptor and an energy donor) 
(i.e. [0067]); carbocyanine dye having an excitation maximum at about 581 or 578 nm and an 
emission at about 596 or 603 nm, concanavalin A, a second carbocyanine dye having an 
excitation maxima at about 650 or 675 nm and an emission maxima at about 665 or 694 nm, and 
human serum albumin (i.e. [0004], Table 3, Example 94); and molar ratios (i.e. Table 3). It 
would have been obvious to a person of ordinary skill in the art to modify Zentner by 
incorporating a fluorescence reagent comprising an energy acceptor and an energy donor, which 
consists of carbocyanine dyes and albumins because it would be beneficial to have a means for 
monitoring the effectiveness of Zentner's invention after the consumer has digested the capsule. 

Furthermore, Zentner does not specifically disclose a semipermeable coating comprising 
a polydisperse polymer having a weight average molecular weight from about 4 kDa to about 18 
kDa and a polydispersity index greater than 1 . Sharma discloses a composition comprising a 
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water dispersible cellulose ester having a weight average molecular weight of 10 to 60 kDa and a 
polydispersity index in the range of 1.05 to 2.0 (i.e. column 1, line 65 to column 2, line 9; 
column 3, lines 1-5). It would have been obvious to a person of ordinary skill in the art to 
modify Zenter's invention by utilizing Sharma's semipermeable coating because cellulose esters 
are known to be semipermeable and are widely used in the pharmaceutical industry. 
10. Claims 6-11 are rejected under 35 U.S.C. 103(a) as being unpatentable over Zentner in 
view of Leung and Sharma ("modified Zenter"), applied to claims 1-5, 12-24, 47 above, and 
further in view of Tsang et al. ("Tsang," US 4663286). 

The disclosure of modified Zenter is disclosed above. The modified Zenter does not 
specifically disclose a polydisperse polymer comprising polylysine and having a diameter from 
about 1 to 3 mm. 

Tsang discloses a technique for encapsulating a core material within an intracapsular 
volume defined by a membrane. Tsang prefers encapsulating the core material with a 
polycationic polymer, such as polylysine, because the charge density of polycationic polymers 
has a material effect on porosity control of the capsules (i.e. column 2, line 65 to column 3, line 
39). It would have been obvious to a person of ordinary skill in the art to modify the modified 
Zentner by having a semi-permeable membrane made of polylysine because it would be 
beneficial to have an alternate type of membrane, which is selectively permeable to solutes that 
are not permeable to Zentner' s semipermeable membrane. 

Furthermore, Tsang discloses making capsules, which preferably are between 50 microns 
and a few millimeters in diameter (i.e. column 5, lines 18-21). It would have been obvious to a 
person of ordinary skill in the art to modify the modified Zentner by making capsules which 
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range from 50 microns to a few millimeters in diameter because it would be easier for the 
consumer to ingest a relatively smaller-sized capsule. 

1 1 . Claims 16-19 and 23-24 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Skjak-Braek in view of Morrison and Thatcher ("modified Skjak-Braek"), as applied to claims 1- 
6, 10-15, and 47 above, and further in view of Chick et al. ("Chick," US 6040194). 

The modified Skjak-Braek is disclosed above. The modified Skjak-Braek does not 
specifically disclose a fluorescence reagent comprising albumins, and concanavalin A. 

Chick discloses a fluorescent reagent comprising an energy acceptor and an energy donor 
(i.e. carbocyanine dyes, rhodamine dyes); and a carbocyanine dye having an excitation 
maximum at about 581 or 578 nm and an emission at about 596 or 603 nm, concanavalin A (i.e. 
glucose binding protein), a second carbocyanine dye having an excitation maxima at about 650 
or 675 nm and an emission maxima at about 665 or 694 nm, and human serum albumin (i.e. 
glycosylated substrate), (i.e. column 2, line 30 to column 5, line 15; column 11, lines 36-47). It 
would have been obvious to a person of ordinary skill in the art to modify the modified Skjak- 
Braek, by incorporating a fluorescence reagent comprising albumin and concanavalin A because 
it would be beneficial to use a fluorescent reagent that is reliable, reusable, easy to use, and can 
be easily modified into an in vivo sensor (i.e. column 2, lines 28-30). 

Response to Arguments 

12. Applicant's arguments, see p. 8-11, filed 9/20/07, with respect to the rejection(s) of 
claim(s) 1-24 and 47-48 under the Zenter, Sharma, Wolf, Chen, Tsang, Leung, and Chick have 
been fiiUy considered and are persuasive. Therefore, the rejection has been withdrawn. 
However, upon further consideration, new ground(s) of rejections are made (see above). 
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supervisor, Jill Warden can be reached on (571) 272-1267. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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